Superoxide dismutase 1 (SOD1), a ubiquitously expressed enzyme, detoxifies superoxide radicals and participates in copper homeostasis. Mutations in this enzyme have been linked to a subset of autosomal dominant cases of familial amyotrophic lateral sclerosis (FALS), a disorder characterized by selective degeneration of motor neurons. Transgenic mice expressing FALS mutant human (Hu) SOD1 at high levels develop a motor neuron disease, indicating that mutant Hu SOD1 gains properties that are particularly toxic to motor neurons. In this report, we demonstrate that transgenic mice expressing Hu SOD1 with the G37R FALS mutation, but not mice expressing wild-type enzyme, develop focal increases in immunoreactivity in the proximal axons of spinal motor neurons. This SOD1 immunoreactivity and immunoreactivity to hypophosphorylated neurofilament H epitopes are found adjacent to small vacuoles in axons. Using metabolic radiolabeling methods, we show that mutant G37R HuSOD1 as well as endogenous mouse SOD1 are transported anterograde in slow component b in motor and sensory axons of the sciatic nerve. Together, these findings suggest that anterogradely transported mutant SOD1 may act locally to damage motor axons. 1998 Academic Press
INTRODUCTION
Amyotrophic lateral sclerosis (ALS) manifests as weakness and muscular atrophy due to the selective degeneration of motor neurons. Recent studies have linked ϳ20% of familial, autosomal dominant ALS (FALS) to mutations in Cu/Zn superoxide dismutase 1 (SOD1). Highly abundant in all tissues, including the nervous system (Tsuda et al., 1994; Pardo et al., 1995; Wong et al., 1995) , SOD1 catalyzes the dismutation of superoxide anions to hydrogen peroxide and oxygen via electron exchange with tightly bound Cu 2ϩ (Fridovich, 1986) .
The seemingly critical function of SOD1 led investigators to speculate initially that FALS-linked mutations may compromise SOD1 function, leading to ·O 2 -mediated damage of motor neurons (Deng et al., 1993) . Although some FALS mutations reduce the activity of SOD1, many mutant enzymes possess nearnormal levels of enzyme activity/stability (Borchelt et al., 1994b) . Moreover, mutant SOD1 subunits do not appear to alter the metabolism/activity of wild-type
